Purpose Left ventricular diastolic dysfunction is an independent risk factor for adverse cardiovascular morbidities and mortalities in cardiovascular and high-risk surgical patients. However, there were only a few investigations among intermediaterisk surgical patients. This study aimed to investigate postoperative heart failure (HF) in intermediate-risk surgical patients who had preoperative diastolic dysfunction with preserved ejection fraction (EF). Methods Consecutive patients underwent intermediate-risk surgery between January 2016 and December 2018 were retrospectively evaluated. Patients with preserved EF were divided into three groups using one of the parameters of diastolic function: the ratio of early diastolic filling velocity to the peak diastolic velocity of mitral medial annulus (E/e') ≥ 15, E/e' between 8 and 15, and E/e' < 8. Postoperative HF was defined as clinical symptoms and radiological evidence and low SpO 2 less than 93%. The primary outcome was the incidence of postoperative HF and its relation to preoperative E/e'. Chi-squared test, unpaired t test with Welch's correction, and multivariate logistic regression were used for analysis. Results In total, 965 patients were included in the final analysis. Postoperative HF developed in 36/965 (3.7%) patients with preserved EF. The incidence of postoperative HF was stratified according to the E/e', and the rates of HF occurrence in patients with E/e' < 8, 8-15, and ≥ 15 were 1.8%, 2.7%, and 15%, respectively (P < 0.01). Conclusion Preoperative elevated E/e' (≥ 15) was associated with the development of postoperative HF in intermediate-risk surgical patients with preserved EF.
Introduction
Heart failure (HF) is associated with postoperative mortality among patients undergoing elective non-cardiac surgery [1] . It is related to left ventricular (LV) reduced systolic function, but by recent report, it is not always dependent on systolic function [1, 2] . Among patients undergoing elective noncardiac surgery, 7.9% patients have already had a clinical HF with and without symptoms, and in those patients, 60% had documented preserved ejection fraction (EF) [1] . Nearly half of all HF patients are HF with preserved EF (HFpEF), and their morbidity and mortality are similar to those with reduced EF [1, 3] . HFpEF patients are found to have LV diastolic dysfunction, older age, and more likely to have comorbidities such as hypertension (HT), diabetes mellitus (DM), chronic obstructive pulmonary disease (COPD), chronic kidney disease (CKD), and atrial fibrillation (AF) [1, 3] . Many elderly patients who need surgery often have these comorbidities [4] , which is likely to have diastolic dysfunction with preserved EF.
The LV diastolic dysfunction is also reported to be an independent risk factor for adverse cardiovascular morbidities and mortalities in high-risk surgical patients including cardiovascular surgery and sepsis patients [5] [6] [7] [8] . A study reported that diastolic dysfunction is also a predictor of pulmonary edema and cardiovascular complication in elderly patients undergoing low or intermediate risk non-cardiac surgery [9] .
As there were only a few investigations among intermediate-risk surgical patients, this study aimed to investigate the incidence of postoperative HF in intermediate-risk (gastrointestinal, hepatobiliary, or pancreatic) surgical patients who had preoperative diastolic dysfunction with preserved EF. We hypothesized that the presence of preoperative LV diastolic dysfunction would increase the development of postoperative HF among intermediate-risk surgical patients with preserved EF.
Methods
The study was approved by the institutional review board approval (No. 2018M083) of Fukuoka University, Fukuoka, Japan, and a waiver of informed consent was obtained.
Consecutive patients who underwent gastrointestinal, hepatobiliary, or pancreatic surgery under general anesthesia between January 2016 and December 2018 were retrospectively evaluated. Patients who underwent low-risk surgery, who did not examine transthoracic echocardiography before surgery, who have incomplete echocardiography data, or reduced EF (EF < 50%) were excluded.
Preoperative transthoracic echocardiographic examination with tissue Doppler measurements was performed. To assess LV systolic function, EF was calculated using the biplane Simpson's technique. To assess LV diastolic function, we used one of the parameters of LV diastolic function: the ratio of LV early diastolic filling velocity to the septal peak diastolic velocity of the mitral medial annulus (E/e') measured by transthoracic echocardiography. Patients with normal (preserved) LV systolic function (EF ≥ 50%) were divided into three groups as follows: E/e' ≥ 15, E/e' between 8 and 15, and E/e' < 8 [10] .
Postoperative HF was defined as clinical and radiological evidence of pulmonary edema that required diuretics and/ or a vasodilator, and low SpO 2 less than 93% with oxygen therapy with/without mechanical ventilation up to after 7 days after surgery. Postoperative pulmonary edema and congestion were based on the following findings: perivascular cuffing, Kerley's line, peribronchial cuffing, vanishing tumor, butterfly shadow, and/or dull of costophrenic angle, and these findings were confirmed by two independent physicians. Patients in whom HF was present before surgery were excluded from the criteria of postoperative HF.
Clinical and laboratory data were collected retrospectively from the anesthetic and medical records. Ischemic heart disease (IHD) was defined as clinical history of myocardial infarction or stable angina pectoris, and HT was defined as a patient with more than 140/90 mmHg or antihypertensive therapy. DM was defined as a fasting blood sugar more than 126 mg/dl or HbA1c more than 6.5%. Dyslipidemia was defined as triglyceride more than 150 mg/ dl or low-density lipoprotein (LDL) cholesterol more than 140 mg/dl, or a patient who received hyperlipidemia therapy. COPD was defined as spirometry FEV 1.0 /FVC less than 70% or a patient who was diagnosed with emphysema. CKD was defined as estimated glomerular filtration rate (eGFR) less than 60 ml/min/1.73 m 2 . The primary endpoint of this study was the incidence of postoperative HF in intermediate-risk surgical patients who had preoperative diastolic dysfunction with preserved EF.
Statistical analysis
Data are presented as mean ± standard deviation. Incidences are presented as percentage, and 95% confidence intervals (95CI) are presented for outcomes. Chi-squared test or analysis of variance was used to compare categories. If P value was < 0.05, chi-squared test or unpaired t test with Welch's correction was used to compare each group. Multivariate logistic regression was used to adjust for the effects of other factors.
An ad hoc power analysis was performed to determine the statistical power of this study. Assuming the rate of HF development is 1% in normal patients and 10% in patients with cardiac dysfunction, based on a previous study that reported that 15-20% of high-risk surgical patients developed postoperative HF [7, 11] , with an α error of 0.05 and a 1-β error of 0.8, a total sample size of 244 patients (122 patients per group) would detect a difference in our primary outcome between groups based on a chi-squared test.
Statistical analyses were performed using GraphPad Prism (version 6; GraphPad Software Inc., San Diego, CA). A significance value of 0.05 was used for each test.
Results
A total of 2499 patients underwent gastrointestinal, hepatobiliary, or pancreatic surgery under general anesthesia during the study period. After excluding patients who underwent low-risk surgery (n = 473), with no or incomplete echocardiographic data (n = 1028), and with reduced EF (EF < 50%) (n = 33), 965 patients were included in the final analysis ( Fig. 1 ). There were 272, 593, and 100 patients with E/e' < 8, E/e' between 8 and 15, and E/e' ≥ 15 with preserved EF (EF > 50%), respectively ( Fig. 1 ).
Patients' characteristics are shown in Table 1 . Among patients with preserved EF, those who had E/e' between 8 and 15 and E/e' ≥ 15 had significantly higher proportion of elderly patients (P < 0.01), and who had E/e' ≥ 15 had significantly higher proportion of female patients than those who had E/e' < 8 (P < 0.01). The rates of IHD, HT, DM, dyslipidemia, AF, COPD, CKD, and hemodialysis were higher in patients with E/e' ≥ 15 than those who had E/e' < 8 (P < 0.01). The rates of HT, DM, dyslipidemia, and COPD were higher in patients with E/e' between 8 and 15 than those who had E/e' < 8 (P < 0.01).
The type of surgery and category of E/e' are shown in Table 2 . Patient who underwent cholecystectomy had a significantly higher proportion of patients with E/e' ≥ 15 than patients with E/e' < 8 (P = 0.0047) ( Table 2) .
Preoperative echocardiographic parameters are listed in Table 3 . EF was not significantly different among patients with preserved EF. E/e' in patients with E/e' between 8 and 15, and E/e' ≥ 15 were significantly higher than that in patients with E/e' < 8. The LV wall (interventricular septum thickness, posterior wall thickness) was thicker and LAD was larger in patients with E/e' between 8 and 15 and E/e' ≥ 15 than in patients with E/e' < 8.
A total of 36 patients (3.7%) with preserved EF developed postoperative HF. The incidence of postoperative HF is shown in Fig. 2 . In these patients with preserved EF, the incidence of postoperative HF was stratified according to the E/e' ratio, and the proportion of HF patients with E/e' < 8, 8-15, and ≥ 15 was 1.8%, 2.7%, and 15%, respectively (P < 0.01). In 36 patients who developed postoperative HF, there was no significant difference among the type of surgery: esophageal surgery (4.2%), upper gastrointestinal surgery (3.6%), lower gastrointestinal surgery (4.6%), liver surgery (5.6%), cholecystectomy (1.5%), and pancreas surgery (0%) (P = 0.36). These patients who developed HF were treated with a vasodilator and/or diuretics and oxygen, and no patients needed mechanical ventilation nor died. Table 4 presents intraoperative parameters. The duration of operation and anesthesia were significantly shorter in patients with E/e' ≥ 15 than in patients with E/e' < 8. (P < 0.01). Urine volume in patients with E/e' between 8 and 15, and E/e' ≥ 15 were significantly less than in E/e' < 8. (P < 0.01) However, in-out balance was significantly less in patients with E/e' ≥ 15 than in patients with E/e' < 8 (P < 0.01). Table 5 shows the results of the exact logistic regression. Adjusted odds ratio (OR) of E/e' ≥ 15 was 9.31 (95%CI 3.29, 25.4, P < 0.01), and age, HT, and dyslipidemia were also increased (P < 0.05).
Discussion
With the above results, we found that elevated E/e' (≥ 15) is a predictor of the development of postoperative HF in intermediate-risk (gastrointestinal, hepatobiliary, or pancreatic) surgical patients with preserved EF. Postoperative HF has been reported to develop in 9.3% of high-risk patients and in 5.3% of low-or intermediaterisk elderly patients who underwent non-cardiac surgery [9, 11] . In our patients who underwent intermediate-risk [9] , which are also reasonable compared to high-risk patients because the reported 30-day mortality rate and rate of major adverse cardiac event was 1-5% in low-or intermediate-risk surgery and > 5% in high-risk surgery [12] .
LV diastolic dysfunction has been associated with higher rates of morbidity and mortality after cardiac surgery [6, [13] [14] [15] , which was also reported in a systemic review and meta-analysis after non-cardiac surgeries [5] . Moreover, the grade of the diastolic dysfunction is important for postoperative outcome, and only E/e' ≥ 15 is found to be a risk factor [6] . However, most reports focused on high-risk non-cardiac surgery such as vascular surgery [7, 16] , intermediate-risk surgery such as a carotid endarterectomy [17, 18] , kidney transplantation [19] [20] [21] , or lung transplantation [22, 23] . There are only a few reports on intermediate-risk non-cardiac surgical patients, and these reported the patients with cardiovascular disease and elderly patients [9, 17] . In our study, patients have undergone intermediate-risk surgery such as gastrointestinal, hepatobiliary, pancreatic, and cholecystectomy, and we included patients without history of cardiovascular disease and young patients. In these intermediate-risk surgical patients, our results clearly showed that E/e' ≥ 15, age, HT, and dyslipidemia were predictors for postoperative HF. Especially, the OR of E/e' ≥ 15 was high (9.31), which indicated that E/e' ≥ 15 was a strong predictor for postoperative HF in patients with preserved EF.
In our study, patients with elevated E/e' (E/e' ≥ 15) were elderly and have HT, IHD, AF, DM, CKD, anemia (data not shown), dyslipidemia, and COPD. This result is similar to patients with HFpEF who are highly likely to have IHD, HT, AF, and secondary cardiomyopathy due to DM, CKD, liver disease, and metabolic syndrome [24] . Most surgical patients are commonly at an advanced age, and they often have several comorbidities such as HT, IHD, DM, AF, CKD, anemia, dyslipidemia, and COPD [4] . Therefore, we should know that patients with these comorbidities are at a high risk for diastolic dysfunction, which could contribute to the development of postoperative HF.
To avoid developing postoperative HF and pulmonary edema, standard clinical practice of fluid therapy is to avoid the overloading of fluid during perioperative period. In our study, patients with E/e' ≥ 15 had significantly lower intraoperative in-out balance. This suggests that each anesthesiologist recognized the elevated E/e', and patients had limited fluid therapy during operation. Nevertheless, they developed postoperative HF. It may indicate that it is important to manage the loading condition of heart in not only intraoperative but also postoperative period.
This study has several limitations. First, this was a retrospective study and treatment strategy was not controlled. Preoperative cardiac echocardiography was ordered by either the surgeon or the anesthesiologist. The attending anesthesiologist could control anesthetic technique and fluid volume by knowing the impaired LV diastolic function. In fact, patients with E/e' ≥ 15 had significantly less in-out balance. Nevertheless, postoperative HF was developed in patients with E/e' > 15. Second, we categorized patients into three groups only by E/e'. However, in the guideline, the algorithm for the diagnosis of diastolic dysfunction in patients with normal EF is now based on four categories, namely, mean E/e' > 14, septal or lateral e' velocity, TR velocity, and left atrial volume index [4] . Therefore, our E/e' ≥ 15 category may overestimate diastolic dysfunction. Third, preoperative transthoracic echocardiography was performed by several sonographers, and findings were evaluated by several cardiologists, which could affect inter-observer variability of echocardiographic parameters. Fourth, each group should have more than 122 patients; however, there were only 100 patients with E/E' > 15 with preserved EF; thus, power was less. Fifth, we defined HF as a symptom of low SpO 2 less than 93%, even if oxygen therapy was used, and pulmonary congestion and cardiomegaly on chest X-ray, but this definition could not detect all patients who developed HF.
In conclusion, postoperative HF developed in 3.7% of the general surgical patients with preserved LV systolic function. The incidence of postoperative HF was 15% in patients who had E/e' ≥ 15 with preserved LV systolic function, more than in patients with E/e' < 8 or between 8 and 15. These findings suggest that the presence of preoperative 
